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j IS Box Mo. {V Lack ol unity of invention 
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) □ Box No Vi « ! etaeds if; the inteoioeonA appfeoPioo 

| O ,\ tv. 

| 2. FURTHER ACtim 
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WRITTEN OPINION OF THE 

I Nt? AUTHORITY 



hdernafiOnai apphcshsn No. 
PCTiB20Cs6'003Sn 



1. VM.i I ! - 4* 
IE! 5 H i! ! < i 

□ 1 yiis «cs or tb N 

purposes > imamshonai search (Roles leadst o " (bob 

2. □ 1 , ' > i <! > P " i <.« nOMO^ 

by or notified to this Authority under Rule 91 (Rule 4Zbls:\ (a)) 
gard ny. nucteotsslo as dhor am no sad sequ* nee 

1 elisor 

a. type of materia;: 
D a sequence listing 

D tat* , ' ne>3lis8ng 

b:. format of material: 
Q on paper 
O in electronic form 

□ v > < h In the international application as 

□ ? o 1 f 1 > 

□ tomishsd subseaeenPy to * Auihoniy tor Ida pumosas OS search. 

4, □ 3 * i s i * < }■> i (Mn ;tn* K t 

has oean sued or lunched, the R:quhed statements thai the tntormaifoa in tfco sul^eqeentor addihonai 
copies is identical to tost in the application as filed or cess net po beyond the application as hied, as 
4 n 5 i < 

5, Adohlis- ai xsmmeou 



Box No. IS Priority 



1. D V- wjio >i the fit U' oiasro has not sex e , - o" \ 

does nor have In its possession a copy of the eader application whose prionfv has seen claimed or, where 
required: a transition oi that earlier application. Tide opimpn loss nevertheless been astabilsheci on the 
assumption that the relevant date (Roes «dOis 'i ana 64.1} is the claimed priority date. 

2. si 1 oj : or c i <n, 

has dees found sovaisd - Rules 4dbo I and da. ;}, 'dms for the osmoses of -hie opinion ; ties international 
filing date indicated shoes is considered to do the ioiaeanl: data. 

3. Additional o&s^v&fchs, 8 necessary: 
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International aopR'-ahon iTo. 
PCT/IB2006O0351 1 



Box No. Hi d a -a te.ico ^uni of oohaon with nsaard to novelty. Inventive step and Industrial 
p , i _ 

> queshons aAaaher dm toanood invention arspeam to at naval, jo invoive an inventive step (to bo non 
obvious * o -.ed in respect of 

O the emv mternatioeal application 

S eknn> No* > ! .it 1 s 

because: 

El ^ - < < ! ! ! ! ! > ' it 

to the foScwhig sut^ect matter which does not require an imemaboai season {smafyh 

□ ! . ,5 J O't i,,S 

that no meaninatol opinion could be forced (specify): 
G ! i iv supported b> " ! ^ 

COOki i 

£?3 i . ^ <' )i < i i 

G a i « 5 Mmmthd 

prescribed time limit 

\t i d , % i v t it v n- 

Aonani;Oraav'o instnaPlans, ana suet; isshr-g was nor avaiiadie to the touamafamai Searching 
Authority in a form and manner smoapmate to it. 

□ furnish a sequence tohuu in ateooonto form compiylrtg with the standard provided for in Annex C 
of the Admimshatom toxduetoaaa and such listing was not available re iho international Seaaminp 
aahor \ a 1 - m * 

d Sale tumfehio \ sequence listing is 

invitation under Rales P^aaada) or (hi 

O a mean ngfui op r s * ia saquence hsiings the ^ »iic « 

did not : within the poanalPed time RAP ly-tosh sech faoies to electronic rami eoiapivirig with the technical 
requirements provided for io Annex Cads el the Administrative instructions... and such ladies ware ne; 
available to toe international Searching Authority in a form and manner acceptable to it 

□ v ! i o. I? in toemronto farm only, do not 
comply vdtn the techmcai oqu jo re to provided ; in Annex Chora of the AdminmraUv© d * o ■> 

□ ieo 5t del 
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international application No. 



>x : No-j s > i < _ 

i. S «» : ' So the snv station {Form PC !-\; )6) to pay adotonat fs&s pplicarrl has, within th 



□ This Auihoaa found ma; 

■' ittopay ■■ 



3. This Authority consists thai the 
□ complied w.Sh 



of unity of invention in accordance with Ruie 13.1, 13.;? and 13 3 is 



toveav(N) Yes: Cteftns 

Ns: Claims 1;2 



invade step (IS) Yes: Claims 

No: Claims 1-9 
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i £ "NATIONAL SEARCHING AUTHORITY 



International application No, 
PGT/1B2006/003511 



Box No, Vi jCM>n doe^cntsciied 

1. f puS < I )&v1 35X170,10) 
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INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



International appilCiVlon No. 
PCI/i.B2006/0g.351j 



Be Item il. 

Earlier International Application WOA-2005/094789 (01) published on 13 10.2005 lias the 

j < - 00", lid > n o n - educed 

by cochlea? excUoiGx>csty in a human, the meihoo comprising administering an 
x < -a C ^MDA) root j to s or iuce or prevent Nh % 

receptor mediaied aberrant activity of tne auditory nerve. 

Th apphcatic Qn 236,941 $ c i , > prio" ly claim of ih 

present invention is directed Is therefore not the application disclosing for the first time a 
parte T the i i cation 

s " - *en;D"i 

a £ 1 i suns Medk G $ r. , v s a 38,941 is 

In fact not in sense of Art ela 8 PGT Ti > i 

Invalid for the subject-matter already disclosed in the still earlier application 01 (namely the 
subject-matter of present claims 1 -9} and the document 01 will be considered as forming 
part of trie state of the art within the meaning of Bui© 84,1 POT, 



Ba Item IIL 

1. Claims 1-9 relate to subject-matter considered by this Authority to be covered by the 

> ^eq entfy, no op t? c ! 

to the industrial applicability of the subject-matter of these clams (Article 34{4)(a)(l) PCT), 

2. In reply to the objection to lack of unity, the applicant has not paid additional search 
mc: h * i i - i t aemcmoKy 

Mo opinion will be given Irs respect of subject-matter which is net covered by the 
search report (Rule 68.1(e) PCT), 



form POT;'!SA/£37 (Separate ShseVs =:<-v : ; {i^O-Ajxii 2005} 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEFARA . v :T: 



international application No. 



Re Item W, 

> o )i- arc: 

1 . Claims: 1-9 

Method tor neaimg tinnitus induced by cochlear excrtoioxicity eompns;ng administering an 
NrvlDA antagonist 

2. Claims: 10-21 

An electrop r> sica! meti 1 for id \ tying compounds effective in the treatment of tinnitus 

They are not so linked as to form a single general inventive concept (Rule 13.1 PCX) for 
the following reasons: 

The problems to be solved by the present invention are: 
1 . to provide medicaments for the treatment of tinnitus 

Z to provide a new method for the screening of compounds effective in the treatment of 
tinnitus 

The proposed solutions are: 

a. foi xob m t ? . the use ot an NMDA receplm an gonist 

b. for problem 2: the method such as defined in claims 1 0 and t 8 and which include the 
iieasure of the ensemble pontane - r administration of the 
test substance preferably a x 3 etor a sis! 



Rule 13.1 PCX requires a common inventive concept between a group of inventions 



Km PCX* « - sis we! Nasi 2 EfO-Apt S005 



WRITTEN OPINION OF THE international aopiication No. 

INTERNATIONAL SEARCHING 

AUTHORITY (SEPARATE SHEET) _ ££™2006£0035li 

claimed In an international patent application. This means that there must be either a 
common technical problem or at least If there is more than one technical problem (as in 
the f *se), there mi 3f.be one i 1 - pit xithe solutic of 

these different problems. 

The oniy single technical concept to no the solutions ol me dci'mmm. emblems i and 2 
posed a MDP m abeo mi ciiviiy < y nerve 

tinnitus induced by cochlea;- cxcitotoxirily and its treatment with NKADA receptor 
mta , v 

.However, the use of MM DA receptor antagonists to suppress excessive NMD A mmem> 
mediated signals in tinnitus induced oy cochlear excitoiexicity is known in the stale of the 

■art. 

The document WO 20< 4 * , 2 63 discloses the use of NMDA antagonists (7- 
chlorokyncrenate. D-AP5, MK-801, gacyclidine) lor treating an inner ear disorder caused 
i ated neurotransmission such as tinnitus. 

The use of NMDA antagonists {7-ehiorokynurenale, MK-601 , gacyelidine) for treating 
tinnitus by topical administration via the round window membrane to the inner ear Is also 
disc m XF Km \ * 54 '25 and XP8G54645. 



Cooseque-o x m mo m oe o f NMDA receptor as t mo> set u v im-em em of \ mfus 
has been already described in the prior art, there is no single general inventive concept 
linking the movement o; minims with an NMDA receptoi antegoms! and ( he method for the 
screening ol compounds (in particular NMDA antagonists) for the treatment of tinnitus. 



n N pi o m \\ \ it \\ \ i > 

regarded as a "special technical feature" Involved In the technical relationship among the 
c stent In entions 0 isoqus r. pplioa * lly of i m and trn 

v v. t solution :4. belonging so a oommc nven&V* >ncept ar m stifled as he 
dill sdabo i th€ i fi net invent! 



Fori" ;n«pawfeSh*P«{Sf!*«t35 (ePOAciii 20055 



WRITTEN OPINION OF THE ; - v r- *t» nai <- , p cm i N So 

INTERNATIONAL SEARCHING 

AUTHORITY {SEPARATE SHEET) PCT/IS2006AT0351 1 

the Maimed i sntions iSidered s a 

As the applicant has not had a search? report drawn up on the other inventions, the present 
opinion wN be established on the basis of the invention in respect of which a search has 
been carried out, in oths words the it\ 



Be Item V, 

Reference is made to the following documents:, 

D1 ; WO 2005 00.- 799 A (AURiS MEDICAL AG [CHI; INST NAT SANTE REOH MED 

[FRJ; GUiTTON MATTHiEU) 13 October 2005 (2005-10-13) 
02: GORTON V - 1 ^ \ v o i ^ ^ N N r j 

nd treat C C \ x N - N * no, 4, Ma* 

2004 12004-05), pages 41 1-415. XP00S064645 ISSN: 0001-6489 
03: WO 2004 022089 A (DORECT CORPORATION; FUEL. JEAN-LUC; PUJOL, REMY; 

CHRISTEN, YVES) 18 March 2004 (2004-03-18) 
D4: GUiTTON MATTHIEU J ET AL: "Salicylate. induces tinnitus through activation or 

cochlear NMOA receptors." JOURNAL OF NEUROSCiENCE, vol 03, no. 9, 1 May 

2003 (2003-05-01 ), pages 3944-3952, XP008054642 ISSN; 0270-6474 cited in the 

application 

05: GUiTTON M J ET AL: "Cochlear NMDA receptors and tinnitus" AUDiOLOOiCAL 
MEDICINE 2004 UNITED KINGDOM, vol 2, no. 1, March 2004 (2004-03), pages 3- 
" XP008054725 ISSN: 1651-386X 

D6: FUEL JEAN-LUC ET AL: "[Treatment of tinnitus. New perspectives]" P REESE 
MEDICALS (PARIS, FRANCE : 1983) 13 JUL 2002, vol. 31, no. 24, 13 July 2002 
(2002-07-13), pages 1137-1143, XP008054746 ISSN: 0755-4982 

D7: SIMPSON J J ET Ah: "Recent advances In the pnarniacoioosnni Treatment of tinnitus" 
TRENDS IN PHARMACOLOGICAL SCIENCES 1999 UNITED KINGDOM, vol 20, 
no. 1 1993. pages 1 2- IS hi i0S0b4C9t SSN 0155-6147 

08: US-A-6 066 652 (ZENNER ET AL) 23 May 2000 (2000-05-23} cited in the application 

□9: LS AS 716 361 (SANDS ET AL.) 10 February 1998 (1998-02-10) Cited In the 



Posm PC?<!$«»? iSvpwm Sbe«tK8b8*4> {EPOAp: .; SODS; 
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application 



international applicator: No. 



2 -IOVELTY (Artlcl 

x auselhe 

subject-matter of claims 1 -9 is not new in the sense of Article 33(2) POT. 

Document D1 {examples; claims) discloses a method for treating or preventing tinnitus 

induced by cochlea? excitotoxicity in a human, the method comprising adminisiermg a 

composition comprising an HUDA receptor antagonist to suppress, reduce or prevent 

HMUA receptor mediated aberrant activity of the auditory nerve. 

Pie NivVOA n t i orokynurenatc 

D'2-amino-5~phospttoriDpentanoic acid (D-AF5), dizoeiipine (MK 301 ) and gaoycSidine. 

TS» co f\ ! ! \ ia the round or ov window 

membrane to the inner ear or administered topically or locally by device of invasive drug 

delivery techniques to the Inner ear. 



2,2 The present application does not meet the criteria of Article 33(1 ) PCX. because the 
subjeebmaitei of claims i -<) ;s not new in the sense of Article 33(2} PCI. 
The documents D2 to D5 disclose i.ne use or NrPDA antagonisls (?mhlorokynurenate ? D~ 
AP§, MK-801 . gacycildine) lor treating tinnitus by topical administration via the round 
o \ \ r , 



2:3 The presort t so 

subieoi-maaer c Ja * i .2A7-9 is not new in he sense oi Article 33(2) PCT 
o. " m co \ cm i ^ , ml «. ^ \ ^ ^pocn 



iv" , ' Sh«<?;; ' ^ 5} (fTPO-April OX35) 
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s * t I application No, 



3 INVENTIVE STEP (Article 33(3) POT) 

3.1 Should the Applicant have overcome the objections of lack of novelty raised above, an 
inventive step could not be acknowledged over D1 to D9 as the present subject-matter of 

i r a appea i obvious < . ^ N - v ^ . ^ < 

(Article 33(3} PCT). 

HMt A antagonists *n\.c oe^f < < nee x , a - ; t N \ . NN 

treatment of tinnitus. 



4 INDUSTRIAL APPLICABILITY (Article 33(4) PCT) 

4.1 ~ < v \V mme* 'rev arc 

industrially u i ^ no unified omens exist m the PCT Contracting Slates. The 
>atenial \ also be dependent upon the formulation of 0 le claims. The E P0, for 
s npks d is tc the 

us< m ^ f. * t v x nt i ^>-n 

poui i ■ > ^ •< v v to use of such a compound for the 

mutae 3 ilea! treatment 



Be Item VI. 

Since the priority cl im Is nvaild for the subj natter of pre i * 1 Ih document 
31 has bee ;onsid ed i part.of the state of the art within th© meaning of Rule 

84,1 PCT for said subject- matter . < also section II above). 
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2005, 
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»aqes 2075-2078, XP0Q2452S&C 
ISSN: 0953-816X 
the Sfhole document 

WO 2005/094799 A (AIMS MEDICAL AS 
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abstract; claims; examples 
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the whole document 



HO 2004/022069 A (DURECT CORPORATION; 

PUB 0XAN U< : PUJOL RE MY CHRI 

YVES) IS March 200<? (2004-03-18) 

page l, line I - line 16 

page 3, 1 ine IS - paqs 4, line IS 

page 12, line 8 - line 16 

page 14, line 5 - page 16, line 10; 

claims; examples 

SUITTON HATTHIEU 2 ET At : "Salicylate 
< t i ig activation of 
cochlear -#10 A receptors.' 

voU 23, no, 9, 1 Ha\ N OS Oil, 

pages 3944-3352, XP008GS4642 

ISSN; 0270-6474 

cited In the application 

the whale document 

GUXTTON M J ET AL; "Cochlear NHDA 

receptors and tinnitus" 

V , HBHCXNE 2004 UNHID KiMODOM. 

vol. 2, no. 1 March < s - oag« 5 

3-1, XP0033054725 

ISSN; 1651-385X 

the whole document 

PUB JEAN ' \ - 1 'of 

tinn \r hew > v <ve*]" 

* ^ ^h {> 13 

JUL 2002, 
vol.. 31, no. 24, 
^ ^ v 2 OC pages 
1137 L143 KPQQe S 4* 
ISSN: 0755-4SS2 
abstract 

page 2240, left-band coluin, paragraph 2 - 
page 1141 : left-hand colusm, paragraph 1 

-/••-- 
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page 15 , right-ham! column, last paragraph 
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paragraph; table 1 

US 6 066 652 A (71NNER ET At) 
2? 2000 { A000-0:i-^3} 
cited in the application 
the whole document. 

OS 5 716 961 A { SANDS ET AL) 
uary 199 - \ C 
cited in the appl 1 cat ion 
column x 5 line 37 ~ tins 67; claims 

KALTOI8ACH e A £T AL: Elasticity of 
spontaneous neural activity ?u the dorsal 
cochlear nucleus after intense sound 
exposure" 

HEAR!.? R AMDS, 

vol. 147, no 
XPO0S06466? 
ISSHi 0378-5955 

page 288 s ? cc i > 

s t-ftand column * 2 - 

right-hand column, paragraph 1 

KENNOCHI N ET Al: "Salicylate and quinine 

affect the central nervous system" 
HEARING RESEARCH 1097 NETHERLANDS, 

vol. 113, no , 1--2, 1997, races llG~n&, 
XP008054659 
ISSN: 0376-5955 

> > paraorapn > - 

right-hand co loses, paragraph 1 
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2. claims; 10-21 

f >ph ? »od foi i , ni compounds 

effective in the treatment of tinnitus 
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